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(57) Abstract 

The invention features a catheter (1) for delivering drugs to tissue at a desired location of the wall of a body lumen (2). The catheter 
(I) has a catheter shaft (3) and an expandable portion (4) mounted on the catheter shaft (3). The expandable portion (4) is expandable to a 
controlled pressure to fill me cross section of the body lumen (2) and press against )&'yi^ : Qi:fat body lumen (2). At least a portion of the 
exterior surface of the expandable portion (4) is defined by a coating (6) of a tenaciously adhered swellable hydrogel polymer, mcorporated 
in the hydrogel polymer is an aqueous solution (8) of a preselected drug to be delivered to the tissue or plaque. The hydrogel polymer (6) 
and drug (8) are selected to allow rapid release of a desired dosage of the drug from the hydrogel polymer coating (6) during compression 
of the hydrogel polymer coating (6) against the wall of the lumen (2) when the expandable portion (4) is expanded. 
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DRUG DELIVERY 

yield of tfte inyentipn 

The invention relates to delivery of drugs to the 
5 walls of body lumens and other parts of the body. 

" Backgrou nd of the Invention 
Systemic administration of drugs treats the 
organism as a whole, even though the disease may be 
localized, such as occlusion of a duct or vessel. 
10 Localization of a drug poses special problems in cases 
involving the walls of ducts and vessels, since, by 
nature, these organs serve as transport systems. 

Atherosclerotic disease, for example, causes 
localized occlusion of the blood vessels resulting ^rom 
15 th build-up ; of plaque • As the deposits increas e ;:: in ; 

size, they reduce the diameter of the arteries and impede 
blood circulation. Angioplasty, which involves the 
ins^i^iqn of catheters; such as balloon catheters , 
through the occluded region of the blood vessel in order 
20 to expand it, has been used to treat atherosclerosis. 

The aftermath of angioplasty in many cases is 
problematic, due to restenosis, or closing of the vessel; 
that can occur from causes including mechanical abrasion 
and the proliferation of smooth muscle cells stimulated 
25 by the angioplasty treatment. Restenosis may also occur 
a -? • ^;-.?® s ^i^: . : :pf; : -:cic*;,f oration fol lowing angioplasty , du^ 
to injury to the vessel wall which triggers the natural 
, ^le^iEM^inig" reactions of the blood. 

In addition to the iiieed f drug delivery 
30 in respect of angioplasty , and other treatments of ducts 
and v^ss for improved 

localized internal delivery of drugs in most branches of 
medicine ; or most types of drugs. In particular, there 
is heed f or improved delivery into tissue and into cells 
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.' themselyes within organs of the body via luminal arid 
percutaneous access . 

Summary of the Invention 
In one aspect, the invention features a catheter : 
5 and method for delivering drug to tissue at a desired 
location in the body such as, the wall of a body lumen. 
The catheter is constructed for insertion in the body and 
has a catheter shaft and an expandable portion mounted on 
the catheter shaft. The expandable portion is expandable 

10 to a controlled pressure against the body tissue/ e.g. , 
or to fill the cross-section of the body lumen and press 
against the wall of the body lumen. At least a portion 
of the exterior surface of the expandable portion is 
defined by a coating of a tenaciously adhered swellable 

15 hydrogel polymer. Incorporated in the hydrogel polymer 
is an aqueous solution of a preselected drug to be 
delivered to the tissue. The hydrbgel polymer arid drug 
are selected to allow rapid release of a desired dosage 
of the drug from the hydrogel polymer coating during 

20 compression of the hydrogel polymer coating against the 
tissue or wall of the lumen when the expandable portion 
is expanded. 

Various embodiment s may include one or more of the 
following features . The catheter is adapted for 

25 insertion in a blood vessel, and the expandable portion 
is an inflatable dilatation balloon adapted for inflation 
at pressures in the range for effecting widening of a 
stenosed blood vessel • The pressure is in the range of 
about 1 to 20 atmospheres; The hydrogel polymer and drug 

30 are effective to release about 20% or more of the drug 
during irif latibh in the pressure range. The compression 
is effective to deliver the drug over a duration of about 
10 minutes or less. The hydrogel polymer coating is 
about ip to 50 microns thick in the swelled, uncompressed 

35 state. The hyi^ selected from the group 
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consisting of polycarboxylic acids, cellulosic polymers, ' r 

gelatin, polyvinylpyrrolidone, maleic anhydride -polymers, 
. . po lyamides , po lyviny 1 alcohols, and polyethylene oxides. 

The hydrogel polymer is polyacrylic acid. The drug is an 
5 anti-thrombdgenic drug selected from the group consisting 
of heparin, PPACK, enoxaprin, aspirin and hirudin. The 
drug is an anti-proliferative drug selected from the 
group consisting of monoclonal antibodies, capable of 
blocking smooth muscle cell proliferation, heparin, 
10 angiopeptin arid enoxaprin. The expandable portion is 
adapted for application of heat to the polymer material 
to control the rate of administration. The catheter 
further comprises a sheath member, extendable over the 
balloon to inhibit telease of tiie drug into body fluids 
15 during placement of the catheter. The balloon catheter- 
is a perfusion catheter having an expandable balloon. 
The expandable portion includes a stent, mount able in tiie 
blood vessel by expansion thereof. The drug is bound in 
the hydrogel polymer for slow tinie release of th^ diru^ 
20 after the compression of the hydrogel polymer by the 
expansion. Th^ hydrogel polymer is a polyacrylic* ^ 
including an ammonium anion and the drug is heparin. The 
stent is expandable by a balloon. The stent and the 
> balloon both ihclvide the ^wellable hydrogel coating 
: 25 incorporating the clrug. The expandable portion of the 
catheter is prepared by introducing an aqueous scilution 
of the drug to the hydrogel polymer coating, the catheter 
is introduced to the bpdy or body lumen to position the 
>^ at the point of desired drug 

v:".l3^- v^P^i : i^t"±oh # and the expandable portion is expanded to 
enable delivery of the drug by compression of the 
V--;-:;^ coating against the body tissue of the 

'y ^-fj^y^ :>:^li : .;:-at the body lumen. The expandable portion is 

: positioned at a point of occlusion in a blood vessel and 
;35 the expandable portion is expanded at pressures 
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sufficient to simultaneously dilate the vessel and 
deliver the drug by compression of the l^drxige 1 polymer 
. coating . 

In a particular aspect, the invention includes a 
5 balloon cath(et:^r f or delivering dru^f to tissue at a 
desired location of the wall of a blood vessel. The 
catheter is constructed for insertion in a blood vessel 
and has a catheter sh^ft arid an expandable dilatation 
balloon mounted on the catheter shaft. The expandable 

ip balloon is expandable by an expansion controller to 

engage the tissue at a controlled pressure in the range 
of about 1 to 20 atmospheres to fill the cross-section of 
the blood vessel and press against the wall of the blood 
vessel. At least a portion of the exterior surface of 

15 the expandable balloon is defined by a coating of a 
tenaciously adhered swellable hydrogel polymer with a 
thickness in the range of about 10 to 50 microns in the 
swelled state, and incorporated within the hydrogel 
polymer coating is an aqueous solution of a preselected 

20 drug to be delivered to the tissue. The hydrogel polymer 
and drug are selected to allow rapid release of a desired 
dosage of about 20% or more of the drug solution from the 

^> ^ during compression of the i 

hydrogel polymer coating against body tissue or the wall 

the expandable portion is expanded in 

; the pressxire range. 

In various embodiments Of t^is a the 
invention, the hydrogel polymer is also selected from the 
igrpx^ consisting of po ly car boxylic acids , cellulosic 

30 polymers > gelatin, polyvinylpyrrolidone , maleic anhydride 
polymers , poiyamides , polyvinyl alcohols, and 
polyethylene oxides . The hydrogel polymer is polyacrylic 
acid. The drug is an ant i-thrombogenic drug selected 
^rom the group . consisting of heparin; PPACK, enoxaprin/ 

35 aspirin arid hirudin . The drug is an ariti-prolif erative 



• ^ d selected from the group consisting of monoclonal 

antibodies capable of blocking smooth muscle cell 

i proliferation , heparin, arigiopeptih and enoxaprin. The 
cat> ter further comprises a sheath member, extendable 
5 over ;/ne balloon to inhibit release of the drug into body 
fluids; during placement of the catheter* 

In another aspect of the invention, the invention 
also features a catheter for delivering drug to tissue at 
a desired location of the body or vail of a body lumen. 

10 The catheter a catheter shaft and an expandable portion 
mounted on the catheter shaft, the expandable portion 
being ; expandable to a controlled pressure, e.g., to fill 
"the brbss^ body lumen and press against the 

vail of the body lumen. At least a portion of the 

15 exterior surface of the expandable portion is defined by 
a coating of a body-fluid soluble polymer, and 
incorporated within the soluble polymer, a preselected 

; drug to be delivered to the tissue . The soluble polymer 
and drug are selected to allow release of the polymer 

i 0 from the surface of the ba 1 loon during compress ion of the 
polymer coating against the vail of the body lumen when 
to expandable portion is expanded to coat the wall: of 
the body lumen. 

Various embodiments of this aspect of the 

25 invention include the following. The polymer is selected 
: from the group consisting; of polycaprolactone; 
pblyorthoestefrsy poly lactic acids , polyglycolic acids , 
and albumin. The drug is selected f rom a^ 
drugs, anti-proliferative drugs and thro^olytic drugs or 

30 may be a mixture thereof. Such drugs can be delivered 
either simultaneously or sequentially to a desired 
^.ocation in the body. The drug can also ■ , ^^a'""cq^bt6xic ■ 

• drug. 

In other embodiments, the drug is a naked nucleic 
3$ acid or a nucleic acid incorporated into a viral vector. 
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By naked nucleic acid is meant a uncoated single or 
double stranded DNA or RNA molecule not incorporated into 
a virus or liposome. 

Thfe expandable portion of the catheter can be 

'•:|:' : }^;to control the fate of administration. The polymer is a 
meltable polymer , arid the release of the polymer is aided 
by the appiication of heat. The catheter comprises a 
sheath extendable over the balloon to inhibit release of 

10 drug into the body fluids during placement of said 
cathteter The sheath can be made of polyethylene or 
po lyiir etli£n<e i The sheath may contain ;a slit : ;i;at;.;th<e 
distal end to facilitate movement of the balloon in and 
out of the sheath. In other embodiments , the sheath may 

15 be flexible and sized to tightly surround the balloon in 
its deflated or slightly inflated state. 

A coating such as a water soluble polymer, e.g. , 
carbowax, gelatin, polyvinyl alcohol, polyethylene oxide 
or polyethylene glycol, or a biodegradable or thermally 

20 degradable plolymer, e.g. , albumin or pluronic gel F-127 
:';k;);'cah' • 'be . usee! as a protective covering over the balloon to : 
^ : • : ':prey6nt' :: l:eleai5e of the drug from ithe hydrogel until it is 
delivered to the desired Ideation : in the -body i 
In general, an advantaged 

i5 application of drugs by active diffusion directly into 
the tissue within the body requiring treatment 
^ or impregnation of the drug into the tissue 

being added by the pressure applied by the balloon v The 
drug is preferably applied in a rapid but low-stress, low 

30 energy manner that does not further injure the tissue to 
be treated, and administration is selectively and evenly 
distributed over the treated area such that the drug cfiin 
be taken up by tissue and plaque , without , e.g., being 
washed away by body fluids. 



PCT/US94/08394 



- 7 - 

Further aspects of the invention; in some 
instances accompanied by e^ 

be presented* V^Fpr-'ithe various experiments the same 
hydrogel coating as described above as being preferred, 
5 was employed, made with a coated thickness within the 
tolerance limits of 2 to 5 microns. In each case it was 
observed that the technique of the invention caused the 
drug or particles containing the drug to be impregnated 
into the tissue or thrombus well below the surface* 

10 Description of Preferred Embodiments 

We first briefly describe the drawings. 
Drawings 

Figs, l-ia are enlarged views of a method of ; 
preparing an embodiment of the invention. 
15 Fig. lb is an enlarged cross-sectional view of an 

/ ^ of the dtug delivery balloon catheter of 1 tie 

invention being moved thr gh a vessel toward an 
occlusion to be treated. 

Fig. lc is an enlarged cross-sectional view of the 
®f> ;>Mil^n;-:iii'-' i^'ig. . ii> # now; 'ful-ly^in£2a1:ed and at the $i^tj)f 
occlusion. 

Fig. id is a further enlarged, schematic cross- 
sectional view of the portion of Fig. lc indicated in the 
circle prior to fi^l inflation. 

?5 F i9« le> which corresponds to the portion of Fig. 

lc indicated in the circle le is an enlarged, schematic 
qrpss-s^c^iphal view, as in Fig. Id, but with the balloon 
under full ihfla^idn to release : : ^k,-j^ei^^^^ on the 

..• balloon. 

30 Fig. 2 is an enlarged cross-sectional view of 

another embodiment of the drug delivery balloon catheter 
of the invention including a sheatt f or covering the 
catheter as it is being moved through a vessel toward the 
occlusion to be treated. 
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Fig. 2a is an enlarged cross-sectional view of the 
catheter of Fig. 2 with the sheath retracted and balloon 
inflated at the site of occlusion. 

Fig. 2b is a diagrammatic cross-sectional view 
5 showing a close-fitting retractable sheath covering the 
drug-laden hydrogel coating on the balloon of an 
angioplasty balloon catheter; 

Fig. 2c is a view similar to Fig. 2b of an 
alternative embodiment in which the sheath is not so 
10 closely fitting, the balloon being slightly inflated to 
engage the coating in a low-pressure protective 
relationship with the sheath. 

Fig. 2d is a view similar to Fig. 2c having a 
distal seal for preventing outward flow of blood along 
15 the balloon during insertion to limit the eluting effect 
of blood as the catheter is inserted; 

Fig. 2e is a transverse cross-sectional view 
illustrating slits in the distal i end of the catheter that 
render its walls more flexible to enable the balloon to 
20 more readily be withdraw! into the sheath. 

Fig. 3 is an enlarged, schematic cross-sectional 
view of another ei^odiment of the drug delivery balloon 
catheter in which the drug, originally held within a 
polymer applied to a thermal balloon of the invention, is 
■25C now entering: the surrounding tissue* •; 

Fig. 3a is a further enlarged, schematic 
illustration of the embodiment of Fig. 3 and illustrates 
the entry of the drug; shown as circles, into the 
: -surrounding tissue. <{ • 
30 Figure 4 shows a balloon catheter w^ 

and drug coated endoprosthesis mounted on the balloon 
section, in the region of the thrombus, before radial 
expansion of the balloon section and endoprosthesis. 
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Figure 4a is; an enlargement of Figure 4 showing 
;•• ; the hydr oge 1 po lymer and drug coated endoprosthesis and 
Fig. 4b is a cross-section along the line b-b in Fig. 4a. 
Figure 5 shows the endoprosthesis compressed 
5 against the vessel wall by radial expansion of the 
balloon section with the drug diffused into the 
compressed ^rbmb^ before removal of the balloon 
catheter . 

Figure 6 shows the endoprosthesis positioned 

10 against the drug inside the compressed thrombus , after 
removal of the balloon catheter. , 
General Description 

Ref err ing to Figs . 1-le , in one embodiment , the 
invention includes a drug delivery balloon catheter 

15 device 1 comprising a catheter body 3 having a balloon 4 
attached at its distal end. The balloon 4 on the 
catheter 3 includes a swellable hydrogel polymer coating 
6. As shown in Figs. 1-la, a drug 8 in an aqueqxis 
solution is absorbed into the hydrogel with the balloon 

20 in the deflated state prior to insertion into the patient 
by the physician, e.g., the hydrogel-coated balloon may 
be immersed in a small tube or vial containing the drug. 
The drug may also be applied in the form of droplets, 
such as: f rom an eyedr opper , or the drug may be 

25 precipitated into the hydrogel prior to sterilization and 
sold as a finished device. Exposure of the hydrogel to 
the solution causes the hydrogel to swell. 

As shown in Fig. lb, typically the device 1 is 
inse^eti into the duct or vessel 2 having a region to lie 

30 treated, such as an occlusion due to a deposition of 
pliqpte 5 on the vessel wall tissue 9. The device 1 is 
moved along the vessel to position the balloon 4 at the 
occlusion site, as shown in Fig. 1c. The vessel may be, 
for example , a narrow, tortuous opening through which the 

35 c^theteir is passed by torquihg from the distal end. As 



PCT/US94/08394 



- 10 - 

th^ is inflated the pressure created by the 

• balloon against the tissue compresses the hydrocjel and 
k^pi^e drug is quickly and freely released for transfer into 
the plaque and tissue. The pressure applied to the fluid 
5 drug against the plaque and tissue by the expanded 

balloon during application of the drug enhances transf e£r : 
of the drug into the tissue and plaque. The process is 
referred to here as "active diffusion". The balloon and 
catheter may be exposed to the body fluids of the lumen 
10 for a considerable time, e.g. , : up to about 15 minutes in 
some angioplasty procedures. An advantage of this 
invention is that large amounts of the drug, e.g., 
greater than 20%, even 30-50% or more, of the drug 
solution contained in the hydrogel, is diffused into the 
15 affected area in the short time duration in which the 
hydrogel is compressed, e.g. , 2-10 minutes after the 
balloon is inflated at the treatment site (it has been 
found that dosage impregnated in the tissue as low as 1% 
of the drug content of the coating is sufficient to have 
20 tterapeutic effepts .) The inflation pressure needed to 
I d^ which also results in the compression 

• of the coating, is • in : the range of 1 to 20, typically 
about 2 to 10 atmospheres. The balloon is preferably a 
| Compliant material ^ as polyethylene which conforms to 
25 the shape of thp lumen wall. The balloon may also be 
formed of other materials used in angioplasty, e.g., a 
npndi such as polyethylene 

terephthalate (PET) . Transporting the drug in the 
hydrogel prevents substantial release of the drug to body 
30 fluids prior to reaching the treatment area and allows 
large dosages to be delivered at a desired location 
during the drug application phase. 

In the embodiment of Fig . 1c, the balloon coating 
6 is a swell able, compressible coating f brmed of the 
35 hydrogel and drug in solution. In Fig. Id, the balloon 4 
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is shown inflated such that the coating 6, which has an 
initial thickness , is in contact with the occlusion 5 but 
not under substantial pressure. Further inflation of the 
balloon 4, as shown in Fig. le, compresses the hydrogel 
5 abating 6 against the occluded areas 5 reducing the 
thickness of the coating as shown and causing quick 
release of the drug (represented by circles) contained in 
the coating 6 and impregnating it directly into the 
plague and nearby healthy tissue, as indicated by the 

10 directional arrows, much in the nature of squeezing 

liquid from a sponge. The introduction of the drug into 
the plaque arid tissue occurs simultaneously with opening 
of the occlusion by the dilatation balloon. Thus, as 
cr ackirig of ttie plaque and stimulation of smooth muscle 

15 cells beneath the plaque and along healthy tissue of the 
vessel wall are caused by dilatation, a therapeutic drug 
is simultaneously applied to the affected area, e.g., to 
counteract the effects of the trauma. The thickness of 
the balloon 4 remains substantially the same, while the 

20 thickness of the coating 6 decreases due to the 

compression of the coating and the release of the drug , 
(Figs, ld-le are schematic drawings and are not to scale 
with respect to the thickness of ther balloon relative to 
fthe thickness of the hydrogiel coating . ) The drug carried 

25 by the balloon is evenly applied to plaque and tissue and 
isolated by the pressure (pf the balloon from the flow of 
body fluids in the lumen such that the drug , e.g. , an 
^t diffuse through the 

'f: : v;;::a:acks formed in the plaque and reach the smooth muscle 

30 tissue. (It will also be understood that, as an 

alternative procedure; after dilation with a conventional 
angioplasty balloon catheter, a catheter carrying a drug- 

; delivery, inflatable balloon y such as has been described, 
may be used to treat the vessel.) 
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The hydrogel coating is characterized by the 
ability to incorporate a substantial amount of the drug, 
typically in aqueous solution form, and is swellable such 
that the aqueous drug solution can be effectively 
5 squeezed out of the coating when pressure is applied by 
inflation of the balloon. Administration of the drug in 
this way enables the drug to be site-specific, such that 
1 release of high concentrations and/or highly potent drugs 

may be limited to direct application to the diseased 
10 tissue. Furthermore, the drug is applied to the diseased 
tissue by the sponge-like coating in an even, gentle 
• .:. manner without disrupting or injuring the healthy tissue, 
while diffusion of the drug into the tissue is 
facilitated by the application of the pressure of the 
15 inflated balloon. While this occurs the pressure also 
effectively forms a seal that prevents the flow of body 
fluids from washing the drug downstream of the treatment 
area. The dosage applied to the tissue may be controlled 
by regulating the time of presoaking the drug into the 
^ >: :^( dr6g&1 . ^ting to determine the amount of absorption of 
the drug solution by the hydrogel coating. Other factors 
affecting the dosage are the concentration of the drug in 
the solution applied to the coating and the drug- 
releasability of the hydrogel coating, determined by, for 
25 example, the thickness of the hydrogel coating, its 
resiliency, porosity and the ability of the hydrogel 
coating to retain the drug, e.g., electrostatic binding 
or pore size, or the ionic strength of the coating, e.g., 
changed by changing the pH. 
30 The drug may be an anti-thrombogenic drug, such as 

heparin or a heparin derivative, PPACK 
(dejctrophenylalanine proline argini^ 

or an a^i-rprolif erative , such as heparin (also knoWn to 
ha V e ahti-proiif erative properties) , enbxapr in, 
35 angiopeptin* or monoclonal antibodies capable of blocking 
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smooth muscle cell proliferation, or it may be hirudin or 
acetylsalicylic acid (i.e., aspirin). Dosages applied to 
the tissue, for example, of heparin are typically in the 
range of 10-30 mg of heparin solution containing 200- 
5 1,000 units of sodium heparin. For use with hydrogels, 
the drug is preferably water soluble, so that the drug 

;?:|||||iay be easily absorbed into the coating matrix. 

The sponge-like characteristics of the hydrogel 
' allows the; : - : aqueous drug : solution to be effective ly ; ' 

10 s^ze||^ 

inflation of the balloon. The hydrogel and drug 
combination are preferably noncomplexed, i.e., held 
together through the ability of the hydrogel to swell and 
absorb the drug solution, thereby allowing the preferable 

15 free-release of the drug at the treatment site. 

In particular embodiments it may be advantageous 
to select a hydrogel coating for a particular drug such 
;■' that the drug i s not subs tant ial ly re leased into body 
f luids pripr to ap^ by expansion bf 

20 the balloon. Binding of the drug may also be 

accomplished by electrostatic attraction of the drug to 
the coating or a coating additive or by mechanical 
binding, e.g. , employing a coating having a pore size 
that inhibits inward flow of body fluids or outward flow 

25 of the drug itself, that might tend to release the d^ 
Hydrogels are particularly advantag^bus in that ; tie^: d 
is held within the hydrogen-bond matrix foimed by the 
gel. 

The hydrpgfel is a cross-linked 
30 formed f rpm t^e c of a cp 1 lp id aiid water . 

Cr bss- 1 inking reduces so lubi 1 ity and pr bduc^s a jelly- 
like polymer ^at • i? characterized by the ability to 
swell and absorb a substantial amount of the drug, 
typically in aqueous solution form. The hydrogel coating 
35 is also particularly hydrophi lie , water swellable, and 
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lubricious (i.e., having a low coefficient of friction) . 

Preferred hydrogels are poly aery lie acid polymers 1 

available as HYDROPLUS®'( Boston Scientific, Watertown, 

MA) and as described in U.S. Patent No. 5,091,205, the 
5 portion disclosed in the parent application to this 

patent being hereby incorporated by reference). 

Referring to; U.S. Patent No. 5,091,205 a balloon 

catheter to be coated with the hydrogel is first 

contacted with a polyisocyanate or diisocyanate in a 
10 liquid medium containing 0.6% isocyanate by weight coated 

and dried to give a surface which can subsequently be 
/ coated **** * polycarboxylic acid in a liquid medium. 

The acid can be a polyacrylic acid and having the formula 

as shown below: 
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Where: 

n = 0 - .95 mole fraction of neutralized acid 
moieties; 

m - 0.05 - 1.0 mole fraction of acid moieties with 
the proviso that n + m = 1; 

X 2 , X3 are each a hydrogen atom or a 
monovalent organic radical ; 

Y is a single bond or a divalent organic radical; 
Z is a metallic ion or a tertiary ammonium ion; 
and p is a number such that the polymer has a 
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molecular weight between 200,000 and about 
5,000,000; 

said carboxylic acid-containing polymer contained 
in at least one second inert organic solvent to 
5 provide a multiple coated substrate; and 

thereafter drying said multiple coated substrate 
to provide a hydrophilic; lubricious hydrogel. 

The drug, e.g., heparin in aqueous solution, is 
absorbed into the coating without complexing and is 

10 freely released therefrom. Such hydrogel-drug 

combinations deliver about half of the drug solution in 
response to pressures in the range employed for balloon 
angioplasty in the vascular system. In other particular 
embodiments, the hydrogel polymer includes acid groups 

15 and incorporates a drug which is anionic in nature that 
is bound by electrostatic attraction to cations in the 
; coating, such as an aai^niuid cation, as i : described;^ 
"Lubricous Ant ithrombogenic Catheters, Guidewire^, and 
Coatings," by Ronald Sahatjianet al., USSN 7/451,507, 

20 filed on December 15, 1989, the entire contents of which 
are hereby incorporated by refererice. Tlie coating 
incorporating the quaternary ammonium salt is effective 
to deliver an initial fast release of the drug during 
compression and a slow release of drug remaining in the 

25 po^f^ compress ion . Such a coating is 

| particularly useful for coating vascular stents as 
described further below. 

In general, when dry, the hydrogel coating is 
pref efstbiy on |he oirder of about 1 to 10 microns thick, 

30 with a 2 to 5 micron coating typical. Very thin hydrogel 
coatings, e.g. , of about 0.2-0.3 microns (dry) and much 
thicker hydrogel coatings, e.g., more than 10 microns 
(dry), are also possible. Typicially , the hydrogel 
coating thickness may swell by about a factor of 6 to 10 



- 16 - 

or more when the hydrogel coating is hydrated. For 
example, a hydrogel coating of about 1 to 3 microns 
thickness, when dry, Usually swells to about 10-30 

f microns thickness, when hydrated. Most preferably, the 
5 thickness of the coating is about 10 to 50 microns in the 
swelled, uncompressed state, and incorporates about 20- 
30mg of drug solution. 

Referring to Fig. 2, in another embodiment of a 
drug delivery balloon catheter, the catheter 3 is 

10 preferably very small in diameter and flexible, much in 
the nature of a guidewire , formed , in thi s case , of : 
hollow tubing to which the coated balloon 4 is attached. 
The balloon is covered by a protective sheath 7 while the 
instrument l is inserted into the vessel 6r duct 2 and 

15 positioned at the treatment region. As the coated 

balloon 4 is positioned at the occluded site 5, (Fig. 2a) 
the protective sheath 7 is drawn back to expose the 
balloon 4. In an alternative embodiment, the sheath 
remains stat the guidewire-like catheter 

20 moves the coated balloon forward into the occluded 

region. The sheath 7 protects the coating and inhibits ; 
premature release of the drug. Such a sheath can be 
particularly adyah with coatings and drugs where 

little substantial chemical or mechanical binding occurs 

25 between the drug and the coating. Additl^ 

balloon catheter may be a thermal balloon catheter with 
electrodes 43, as more fully described below .;^;Th.ev\/ : 
application of such heat may be employed to facilitate 
'-I'the- release of the drug from the coating, to facilitate 

30 penetration of the drug into the tissue, or to facilitate 

: \ \ttie of the drug. 

A procedure for preparing a drug delivery balloon 
^•; : -v.i^Jth;. a hydrogel coating and an experiment of drug 

delivery for the above. embodiments are presented in the 

;35 • ; f 6 
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Examples 

Example 1 

A hydrogel coating on an angioplasty balloon may 
be formed as follows. The surface of the balloon 
5 (polyethylene) of an angiographic catheter is prepared by 
wiping with clean cloth. The balloon has an CD. 

(outer diameter) of about 3.5 mm (inflated). The balloon 
: is coated with a solution of 4 , 4 ' diphenylmethane 
diisocyanate (MDI ) in methYlethylketone for 30 minutes. 

10 After drying in an air oven at 85° C for 30 minutes , the 
balloon is dipped in a 1.7% solution of poly (acrylic 
acid) homopolymer having a molecular weight of about 
3 , 000 ,000 in dimethyl formamide (DMF) and tertiarybutyl 
alcohol. ; After drying at about 85° C f or 30 iinutes> a : 

15 smooth coating is obtained. The balloon is oven dried 
for 8 hours at 50° C. One function of the drying steps 
is to remove sbliheht f rpni the coating; The surface of 
the balloon becomes instantly lubricous upon exposure to 
water. The polyisocyanate solution is at a concentration 

20 of about .5 to 10% by weight. The polyacrylic acid is at 
a concentration of about .1 to 10% by weight. The 
poly (carbbxy lie acid) to polyisocyanate molar raltio is 
generally about 1:3,. The -formation of the hydrogel is 
further described . in \J. S . Patent No. 5, 091 ,205, 

2 5 incorporated supra . 

A solution of heparin salt may be applied to the 
coating. The solution is 10,000 units heparin sodium 
injection (Fisher Scientific, Pittsburgh, PA) USP Graide 
(1000 units/ml which is then added to 650cc distilled 

30 water) arid may be applied by dipping for, e.g. , aboiit i 
:^in^ room temperature. The heparin does not f brm ia- 

complex with the hydrogel solution and is freely released; 
in response to compression of the polymer. 

After a catheter is prepared for use as discussed: 

'35;'^ii^yB'/. the catheter may be introduced into the patient f 
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uisihg the Seldinger technique and; expanded at a desired 
location to compress the hydrogel and deliver the heparin 
solution. 

' Example 2 . 
5 Delivery of a drug from a hydrogel coating on a 

balloon was investigated in the following experiment. 
r Tritium-labeled PPACK was absorbed into a 3.5 mm Slider® 
(balloon catheter from Boston Scientific Corporation) 
balloon coated with about a 40 micron thick (in the 

10 swelled state) coating as described in Example 1. The 
coating was dried and the radioactivity was counted. The 
balloon was then wetted with saline to swell the coating 
area. The balloon was inflated over a period of about 
p -one: minute to about 4 atmospheres and held at this 

15 pressure for about 10 minutes in a thrombus created in an 
AV shunt from a balloon. The balloon was withdrawn and 
the amount of the drug in the thrombus was counted with a 
radiation counter. The experiment was performed with two 
different balloons using two different concentrations of 

20 PPACK, one balloon with 1-2 mg PPACK, and one balloon 

with 4mg PPACK. Both balloons; delivered about 50% of the 
PPACK J 
Other Eih^ 

Referring to Fig. 3 , in artetlier epbdi&eiit> th^ 
25 drug 44 ^ polymer coating applied to the 

e ^ ri 9* p^a .42 
of which are shown in Fig. 3. The balloon is positioned 
in the toen i^to^ to be treated and inflated 

such that the polymer coating is in contact w^ the 
30 tissue as shown in Figs. 3-3a. Heating of the balloon 42 
melts the pblymdr arid releases the drug 44 in a gentle, 
even, low-energy manner into the af if ected tissue. 
Suitable polymers include, but arie not limited to, 
albumin, and collagen, e.g., gelatin, such as gel foams > 
35 which typically melt between about 40-60° C or 



WO 95/03083 



- 19 - 

polyvinylpyrrolidone (PVP) , which dissolves rapidly when 
heated. The thermal balloon typically operates between 
40t-80 6 c. v A suitable heated balloon system for this 
embodiment or that of Fig. 2a is discussed in Lennox et 
5: aL , ■'Heated Balloon Catheters and the Like/" U.S. Patent 
No, 4, 955 f 377, hereby incorporated by reference. 
Inflating liquid is heated as a result of I 2 R losses by 
radiofreguency current flowing in the inflation fluid, 
e.g., saline, between the electrodes 43 (see Figs. 2a and 

10 3) , the liquid in turn heatihg the balloon wall. In the 
alternative, drugs which melt and which could be applied 
either with a meltable or non-meltable polymer binder 
might be used. 

An advantage to the meltable coatings is that the 

15 polymer may be cross-linked, (e.g., by physical or 

chemical cross-linking) after application of the drug 44 
to the balloon to inhibit release of the drug 44 as the 
balloon 42 is introduced through the body lumen to the 
area of treatment. The polymer itself typically does not 

20 melt off the balloon, but rather softens in a manner 
permi tt ing rei liaise . However , in embodiments i*ere the 
;• polymer is bioabsor bable , e.g . , pb lycapro lactone > 
" poiyorthbestersy polylactic acids, and polyglycplic 
acids , some or even all of the polymer may dissolve off 

25 v :-6f the balloon . ' 

The balloon may also be coated with a polymer 
iiicorpbrat ing a drug and inflated to press against tihe 
wall of the body lumens where the polymer is selected to 
separate from the balloon and coat the wall of the lumen, 

30 in response to such pressure with or without the 

application of heat f roin the balloon . After application 
of the polymer, the balloon can be deflated and removed . 
In this embodiment, the polymer may be a blood soluble 
polymer such as albumin, collagen or the like, 

35 incorporating a drug such as heparin. The polymer 
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produces a smooth coating on the wall of the linden and 
releases the drug to the tissue over time as the polymer 
dissolves. Other soluble polymers are meltable and 
bioabsorbable polymers discussed above. 
5 In another embodiment (see Figures 4-6) an 

endoprosthesis (stent) is used in combination with a 
balloon catheter drug delivery system. An endoprosthesis 
50 is placed over the balloon catheter 51, and then 
coated with a honcomplexed hydrogel coating 52. The drug 

10 8, shown as circles, in aqueous solution is then absorbed 
into the hydrogel coating 52. The balloon 51 and 
hydrogel and drug coated endoprosthesis 50 are slid until 
they reach the region of the occlusion 53 in the vessel 
54. This is shown in Fig. 4. An enlargement of the drug 

15 and hydrogel jtoiymer coated endoprosthesis 50 is shown in 
Figs. 4a and 4b (thickness of coating 52 is greatly 
exaggerated) . After the balloon 51 and hydrogel and drug 
coated (endoprosthesis 50 have been positioned inside the 
vessel 54 , the endoprosthesis 50 is radially expanded by 

20 the admission of pressure to the balloon 51 and 

compressed against the vessel wall 54 with the result 
that occlusion 53 is compressed, and the vessel wall 54 
surrounding it undergoes a radial expansion. The 
pressure from inflating the balloon squeezes the hydrogel 

25 52 freely releasing the riru$ 8 into the tissue . The 
endoprosthesis 50 is held in position in the expanded 
state as shown in Fig. 5. The pressure is then released 
frpm the balloon and the catheter is withdrawn firbm 
yessel. Figure 6 shows the drug 8 inside the cpm^res^^i 

30 thrombus with the endoprosthesis expanded and left in 
position, with the balloon catheter being withdrawn from 
the lumen. It will be understood that only the 
endoprosthesis may include the hydrogel polymer coating. 
In the embodiments employing a hydrogel-coated stent , the 

35 ixydrogel and drug are selfecteid such that an initial high 
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dosage of drug is delivered to adjacent tissue upon £ 
initial compression of the polymer and thereafter a slow, 
sustained time-release of drug remaining in the hydrogel 
polymer occurs. Preferred hydrogel-drug combinations are 
5 those that employ a binding of the drug, such as 
.\; electrostatic binding, e.g., by using a polyacrylic acid 
hydrogel in combination with an ammonium cation and 
heparin. In this case, the coating continues to release 
drug after expansion of the stent and removal of the 

10 balloon catheter. The stent may be a balloon-expansible 
stent as described above or a self -expanding stent, e.g., 
of the type formed with superelastic materials such as 
Nitinol. 

Any of the embodiments discussed herein can be 

15 used with a protective sheath as described in Figs. 2-2a. 
In addition, a heated balloon catheter may be used in all 
combinations of the embodiments above to enhance and 
control the rate of drug-solution delivery into tissue. 
Other compressible sponge-like polymery, e.g. , non 

20 hydrpgels which release drug solutib^^ 

pressure, might be used as described with respect to the 
embodiment of Fig. l et seg. 

Further aspects of the invention, in some 
instances accompanied by experimental results, will now 

25 be presented. . ,- : For the various experimisnts the same 
hydrogel coating as described above as being preferred 
was employed, made with a coating thickness within the 
tolerance range of 2 to 5 micron, measiireci in the dry 
state. In each case, it was observed technique 

30 of the invention caused the drug or particles containing 
the drug to be impregnated into the tissue or thrombus 
well below the surface. 

Ortei if^^^-^^dt. of the invention is a hydrogel- 
coated balloon ai^ a local, pressurized delivery device 

35 for more efficient In this embodiment, the 
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•\; : hyc^g^ ■ is? a j ^'^iV^ 

. Examples include urokinase , pro- 
urokinase , : streptokinase/ and tissue plasminogen 
activator (tPA) and uses include patients having severe 
| 5 complications resulting from thrombus. Specif ic examples 
include patients with acute myocardial infarction (AMI) 
and patients that have failed PTCA (percutaneous 
transluminal coronary angioplasty) and have abrupt 
thrombotic closure of the targeted artery. The hydrogel 

10 coating on the balloon is impregnated with the 

thrombolytic agent by methods previously described and is 
introduced into the blood vessel , across the thrombus . 
The balloon is inflated to deliver a bolus of the agent 
over a short duration by compression of the hydrogel 

15 against the thrombus. Under the pressure of the 

application the drug enters the thrombus. This results 
in efficient dissolution of the thrombus, and has health 
and economic advantages. 

To evaluate the efficacy of local delivery of 

treating 

intr^corpnary • ^ according to the invention, 11 

patients were treated with hydrogel-coated balloons which 
had been immersed in a concentrated solution of urokinase 
(50,000 units/ml) ... Eight patients presented with acute 

25 myocardiial infarctions , yhile the remaining three had 
unstable angina. Five patients had received intravenous 
thrombolytic therapy, including systemic thrombolysis. 
Convex balloon angioplasty was initially peribitted 

^^'&J&£jj^ 11 patients and was complicated either by 

30 acute thrombotic closure (n«7) or slow antegrade flow 
-with the appearance of iritracoronary thrombus (n=2) . The 
remaining 2 patients had coronary stenoses with 
angiographic evidence of thrombus , but were not initially 
treated with conventional angioplasty. In all 11 

55 patients , subsequent balloon dilatation at pressure in 
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excess of i2 atmospheres with a ^ ixirpkinase-impregnated, 
hydrogel-coated balloon (1-2 inflations/ inflation time 
1-5 minutes) resulted in reversal of abrupt closure and 
dissolution of intracoronary thrombus. 
5 As is known, balloon dilation of thrombus- 

containing coronary stenoses is associated with an 
increased risk of acute thrombotic occlusion. As a 
second step/ following the thrombolytic therapy just 
described, heparin is delivered locally to the site by; 

10 short-term compression of a hepar in-laden, hydrogel- 
coated balloon to reduce the risk of further thrombotic 
occlusion. In alternative treatments /combination drugs 
may be employed. Thus, at ^he time of application of a 
thrombolytic agent, an ant i thrombogenic agent or anti- 

15 proliferative agent or both may be combined and 

administered simultaneously with the thrombolytic agent. 
Similarly, an anti-thrombogenic and anti-prolif erative 
drug can be administered by : incorporation in a single 
hydrogel coating. 

20 Another important aspect of the invention is local 

intracellular pressurized delivery cf bioengineered 

•.^^agents Previous reference has been made to delive^ ; of ; 
monoclonal antibodies to a selected site by compress ibn 
of the hydrogel according to the invention. For example, 

25 antibodies to bFGF, PDGF, EGF, IGF and others 

("Proceedings of the Restenosis Summit IV" , 1992, 
Science . Vol. 253, September 6, 1991, page 1129). 
Jtediti^ therapy for spe antithrombus and 

antiproliferative applications is performed using/^theV; j :' : "':': ; -:-:'' 

3d desc^ib^d ^ec^i^e By . 
compression of the gene- laden hydrogel, a bolus is 
applied with pressure against the tissue at the selecte 
site. Application of genetic therapy to localized site ■ 
^ is essential to avoid detrimentally affecting hbn- ''-}^^ 

35 targeted cell types . An example of a therapeutic gene 



WO 95/03083 PCT/US94/08394 

for intravascular delivery is the gene construct which 
expresses tissue plasminogen activator (tPA) or urokinase 

MU^^eMs in Cardiovascular Medicine r Vol. 3, No. 2, 1993, 
page 61) . Others would include genes to produce LAL to 
5 prevent hypercholesterolemia ( Proceeding the National 
Academy of Science. Vol. 90, April 1993, page 2812). 
This can produce a persistent thrombolytic effect. Such 
capability of causing transfection of genetic material 
into target cells by compression against the vessel of 

10 gene laden hydrogel coating has been demonstrated by 

delivery of the lucif erase reporter gene to cells within 
blood vessel wall. 

According to the invention, vascular gene transfer 
can thus be simplified by direct delivery to the cells of 

15 naked genetic material (i.e. without need for a liposomal 
or retroviral micro carrier) . Feasibility of direct 
delivery to cells was tested in 3 stages using plasmid 
(pRSVLUC) encoding for the lucif erase (LUC) reporter gene 
applied to the hydrogel coating oh the balloon. In the 

20 first stage, experiments documented that 35 S-labeled LUC 
pliA (mt;SEM=45 +/- 2 mg) qould be successfully applied to 
ind maintained in the hydrogel coating on the balloon. 
In the second stage, pRSVLUC-laden hydrogel coating was 
provided on balloons of balloon catheters. These balloon 

25 catheters were inserted into rabbit carotid arteries and 
inflated to 8 atm for 30 or 5 min. Arteries were then 
i^ incubated in organ culture for 3 

days , and then assayed for lucif eriase (LUC) activity (in : 
Turner 1 ight uriits (TLU) ) . Gene expression achieved with 

30 5-min inflations (n=5; tissue wt=40 +/- 2 mg; Lu6=368 +/-- 
121 TLU) was not statistically different ; ;ir^ : ^tl^/ ! 
observed in arteries following 30-min inflations (h=5, 
tissue = 44 +/•- 4 !Bg> LUC==154 +/- 60) , (p-ns) . In the 
third stage, LUC/ impregnated hy dr pge I -coa t ed ba 1 loons 

35 were tested by surgical insertion in rabbit in vivo 



PGT/US94/08394 



Balloon inflation (8 atm) was performed in rigfht carotid 
'• / isu^ery ;.f or -^B ^io^:. .1 min , following which the arteries were 
re^ Three days later, transfected arteries we^ 

harvested and assayed for gene expression. In arteries 
5 in which the balloons were inflated for 5 minutes (n=7, 
tissue = 46 +/- 2 mg) LUC = 368 +/- 121 TLU; for arteries 
inflated for 1 minute (n=7, tissue =45 +/- 3 mg) , LUC = 
68 +/- 17 TLU (p=ns) . This example illustrates: 1. 
Successful vascular gene transfer without liposomes or 

10 retroviral vectors using genetic material impregnated 
into a hydrogel coating on the balloon of a standard 
angioplasty balloon catheter. 2. With such balloons LUC 
activity occurred in all (24/24; 100%) transfected 
arteries. 3. With such balloons, in vivo gene 

i5 expression occurred quantitatively similar to that 
achieved under optimized conditions in organ culture. 

In another preferred embodiment, genes 
incorporated into microcarriers such as viral vectors can 
lie pressure-delivered 

20 include retrovirus and adenovirus locally delivered from 
a hydrogel by compression of the laden hydrogel-coated 
balloon against the tar iget site. Local delivery of viral 
vectors is advantageous for avoiding systemic toxic 
reactions (Trends in Cardiovascular Medicine, 

25 January/ February 1991 page 12 ) . 

vVA-^study was designed to demonstrate per cut aneotis 
: adenbyiriis-mediated gene transfer by the hydrogel coated 
balloon catheter. 

For percutaneous transf ections AdrSVpgal ; 

30 f Proceeding the National Academy of Science . Vol. 90, 
April 1993, page 2812) w^ into the hydrogel 

coating on the b-alloons of balloon catheters 
bialloon catheters were percutaneously inserted into 
rabbit iliac and inflated for 30 minutes. Vascular gene 

35 expression after 3 days was observed in residual 
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• endothelial cells as yell as in many subintimal j smooth 
muscle cells and was limited to the inflation sitew/ 
Efficiency of gene transfer to smooth muscle cells by 
this technique was observed to be increased relative to 
5 introduction into a region of iliac isolated at each side 
by a balloon. 

A further embodiment of the invention includes 
drugs completed or conjugated to selected antibodies 
incorporated into the hydrogel coating on the balloon and 
10 locally delivered with pressure by compression of the 
hydrogel against the target site for short duration. 

Additionally, antisense oligonucleotides can be 
rapidly introduced into the target site from hydrogel 
coating on the balloon catheter in the manner described 
15 above. 

An example is local delivery of antisense c^myb. 
■ v. c-myb has been shown to play an important role : in the : { 
development and proliferation of smooth muscle cells. 
( Nature , Vol. 254, September 3, 1993, page 67) . 
20 Antisense oligonucleotides to c-myb have been shown to 
inhibit smooth muscle cell proliferation in-vitro r and in 
yivs following balloon angioplasty. 

Local intramural delivery of c-myb antisense 
oligonucleotides was performed in normal peripheral 
25 porcine arteries using antisense-impregnated hydrogel 
coated balloons on balloon catheters. Femoral and 
carotid vessels received locally delivered antisense 
oligonucleotides in concentrations ranging from 25 to 200 
micromoles, employing compression of the carrier 
30 hydrogel. Contralateral Vessels received the 

complementary sense strand and served as controls . All 
arterial segments were surgically removed 5-7 days 
following angioplasty. Cellular proliferation was 
evaluated by vimmunohistb PC10, an 

35 antibody to PCNA (Proliferating Cell Nuclear Antigen) . 



W695/03083 



PCT/US94/08394 



- 27 - 

Nuclear staining was quantified using the Cell Analysis 
System* Cellular proliferation was less in antisense- 
treated vessels than in controls. In antisense treated 
vessels, 6.89 +/- 5.26% of nuclear area demonstrated 
5 staining for PCNA, compared to 9.35 +/- 5.89% in sense 
treated vessels (p=0.02). Staining with anti-smooth 
muscle actin body (1A4) suggested a smooth muscle cell 
origin of proliferating cells. Localized delivery of 
antisense oligonucleotides by this method during balloon 

10 angioplasty is thus shown to reduce the in-vivo 

proli^e^ti^e response to vascular in j ury and ; is tlms | 
indicated to be useful in the prevention of restenosis by 
reducing smooth muscle cell proliferation. 

Non-vascular as well as vascular applications can 

15 utilize the compressed hydrogel pressurized 

administration technique . These include non-vascular 
chembtherapeutic applications such as colorectal cancer , 
liver cancer > pancreatic cancer, esophageal cancer and 
cancers of other organs . In addition to local delivery 

20 of conventional chemo therapeutics such as methotrexate , 5 
Flubrouracil; icytlochosthamide and cry taxa tine ( Journal of 
Vascular and intraventional of Radiology, Mav 1992, Vol. 
3, No. 2, page 273) for these conditions, genetic 
•• material may also be delivered to tumor ; sites . 

25 Additionally, v local delivery of antiproliferatives and 
genetic materials to prevent tissue proliferation in 
other non-vascular applications can be accomplished with 
this device and procedure. An example is local delivery 
via the hydrogel coated balloon impregnated with prostate 

30 shrinking drug^ it prostate to treat benign prostatic 

hyperplasia Iffi^Ji) iV 

Previously in this text , reference has been made 
/•' to. local delivery concurrent with stent delivery to the 
vasculature from a drug-impregnated hydrbgfel coated 

35 balloon. A further example ^ pre-dilation of a site 
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with an antithrombogenic agent such as heparin, followed 
by emplacement of the stent. 

A further aspect of the invention is application 
into the hydrogel and pressurized delivery of non and 
5 slightly water-soluble drugs from the hydrogel coating in 
the manner described* Additionally, biodegradable or 
rion-degradable microparticles can be applied to enter the 
hydrogel and be pressure-delivered from it. The drug may 
be encapsulated in the particles or the particles 

10 themselves may be comprised of the drug. The particles 
carried in the hydrogel and mobilized by fluid, e.g., 
body fluid are delivered rapidly by compression of the 
hydrogel against the vessel wall by inflation of the 
balloon. The effect is to impregnate the particles into 

15 ■ the . vessel wall . 

Whereas the examples above have primarily 
emphasized administration to tissue via natural vessels 
and ducts of the body, the invention in its broader 
aspects is not so limited. For instance, a small 

20 hydrogel-coated, drug- impregnated balloon catheter bah be 
readily introduced into solid tissue mass by ^rcuta^eous 

•techniques. The balloon can then be inflated to eject a 
bolus of the drug from the hydrogel and drive it into the 
aid joining tissue by thfe pressure exerted by the b^llpon. 

25 connection with figs. .2 and 2a, the use of a ■} v: 

sheath has been described above to mechanically prbt^ct^^ i 
drug within the hydrogel coating. Further advantageous 
protection of the drug^-laden hydrogel will now be 
described.- Referring to Fig. 2b, when being prepared; a 

30 balloon 4 wrapped about the catheter 3 is introduced into 
;t^ to exit the sheath's distal end 

to expose the balloon. The balloon is then slightly 
inflated, and submerged in the drug or the drug can be 
"painted" or sprayed into the hydrogel. After absorption 

35; |:6 of the hydrogel, the 
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• balloon is dried, deflated, and withdrawn back into the ■ 
^ protect ive sheath 7a. To facilitate the withdrawal of 
the balloon back into the sheath, a slit 30, in certain 
instances, is incorporated in the distal end of the 
5 sheath as illustrated in Fig. 2e. Fig. 2b shows a sheath 
7a which is sized to tightly surround the balloon to 
prevent fluid flow back through the sheath. The sheath 
is selected to be tight-fitting, thin-walled, flexible, 
non-kinking , and of low friction, biocompatible material 
10 to form a relatively tight seal with the balloon. 
Examples of material suitable for the sheath include 
polyethylene, Teflon® (duPont trademark) , and 
polyurethanes for example Tecof lex® (Thermedics 
trademark). 

15 : .::-'-.-.^;:';;When protected by the sheeny t^ 

inserted through the arterial system via a conventional 
guiding catheter 40. During the procedure, the balloon 
catheter is pushed beyond the distal end of the guiding 
catheter to reach the stenosis 5 or thrombus which may 

20 reside for instance in coronary artery* A guidewire, n<pfe 
shown, can be employed to guide the balloon catheter site 
Siaccordinj PICA techniques; 

Referring now to Fig. 2c, the original sheath 7 
I described above can be utilized by simply inflating the 

25 balloon slightly to form a tight seal within the 

enclosing sheath. At the time of delivery, the balloon 
can be deflated and quickly moved but of the sheath, 
across tie lesion and inflated to effect the pressurized 
delivery of the drug. 

30 Figi 2d illustrates a catheter having an air lock 

feature. In this instance, following loading of the drug 
into the hydirogei on the balloon, a proximal sealing 
adaptor 50 is tightened forming an air lock and 
preventing any flow back of body fluid into the sheath. 

35 Subsequently , the sheath with the balloon in place, is 
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passed as a unit through the guiding catheter to a 
position just proximal of the lesion site. The adaptor 
50 on the sheath is then loosened to allow the catheter 
to be passed out of the sheath, across the lesion and 
5 then inflated. During this time, blood is allowed to, 
flow back past the adaptor, preventing air flow from the 
sheath into the vasculature . 

• Another method of mechanically protect irig drug 
within the hydrogel employs coating the dried, drug-laden 

10 hydrogel coating with a water-soluble polymer material. 
This material is a hold-release layer. It holds the drug 
until it reaches the site, is progressively dissolved. 
After it dissolves away, it exposes the underlying 
*: ; ;'|KYdrogel is exposed, enabling release of the drug by 

15 inflation of the balloon, to impregnate the drug into the 
vessel by compression of the wetted, drug-laden hydrogel 
against the vessel wall. Examples of suitable hold- 
release coatings include carbowax, gelatin, polyvinyl 
alcohol, polyethylene oxide and polyethylene glycol. 

20 Additionally non-water soluble, or partially water 

?| • soluble biodegra^ 

pu^pse. in this iris t anpe , the biodegradable polymer is 
heat-activated i>y a heating balloon to cause it to 
i degrade within a selected time or the heat causes 

25 swelling of the lay^ and ^ is accelerated in its 

diffusion out of the hydrogel and into the vessel wall; 
' , Ecamples are albumin and pluronic gel F-127 (BASF) . Once 
the biodegradable pblymer has left the balloon, the drug 
is then available in the hydrogel to be quickly diffused 

30 into the vessel upon inflation of the balloon . 

Other embodiments are within the claixte . 

• What is claimed is : ' 
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" Claims ; • 

1 . A system for rapidly delivering a preselected 
dose of a preselected di^- to tissue at a desired 
location in the body,;. 'comprising: 

a datheter constructed for insertion in the body 
5 having a catheter shaft and an expandable portion mounted 
on said catheter shaft , said expandable portion being 
expandable to a controlled pressure to press against 
tissue bounding said balloon, 

at least a portion of the exterior surface of the 
10 expandable portion being defined by a coating of a 
tenaciously adhered swellable hydrogel polymer, said 
hydrogel polymer coating characterized by having the 
capacity to incorporate a predetermined substantial 
amount of said drug and by being sufficiently swellable 
15 to a predetermined degree such that said desired dose of 
said drug can be effectively, rapidly squeezed out of the 
coating when compressive pressure is applied thereto, 

whereby rapid site specific release of said 
desired dose of said drug from said hydrogel polymer 
20 coating can be achieved during a brief interval of 

compression of said hydrogel polymer coating against said 
tissue when said expandable portion Is e^andi^d by^ 
application of said pressure* 

\2. The system of claim 1 wherein said drug is in 

• - : 25'y;; : ^ of micrbparticles . / 

3 . The system of claint 1 wherein said di^ Is ah 
encapsulated micropart icle • 

4. The system of claim 1 further comprising a 
sheath and an air-lock sealing adaptor. 

30 5. The system of claim 1 further including a 

degradable polymer coating over the: hydrogel coating. 
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6. A vascular catheter for a^inister irig gene 
therapy deep within the body by rapidly delivering 
Vv, nucleic acid drv^ into tissue at a desired Ipcation while 

simultaneously maintaining pressure on said tissue at 
5 said location , comprising: 

a catheter having a catheter shaft constructed for 
delivery deep into the body by urging from a proximal end 
and an expandable portion mounted on said catheter shaft, 
said expandable portion being expandable in response to 
10 controlled inflation pressure to engage the tissue, 

at least a part of the exterior surface of the 
expandable portion being defined by a coating of a 
tenaciously adhered swellable hydrogel polymer, and 
indorpotated within said hydrogel polymer , a preselected 
15 nucleic acid drug to be delivered to said tissue, 

said hydrogel polymer selected to cause the 
coating to reach a characteristic swollen state of a 
thickness a number of times thicker than the thickness of 
the coating in its dry state as a result of absorption of 
20 aqueous fluid, and , when in said swollen state, said 

coating haying characteristic compressibility, in 
I response to compressive pressure within said expandable 
portion elevated above said expansion preissure, to 
squeeze the coating against said tissue sufficiently to 
25 immediately, substantially, reduce the coating thickness, 
and force a substantial portion of said nucleic acid drug 
into said tissue while s imultaneous ly maintaining 
pressure on said tissue, whereby transf ection of said 
nucleic acid drug into cells at said location occurs 

30 7. The catheter of claim 6 wherein said nucleic 

acid drug is a naked nucleic acid* 

8 • The catheter of claim 6 wherein said nucleic 
acid drug encodes an anti-proliferative agent. 
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9. The catheter of claim 8 wherein said nucleic 
acid drug binds to the coding region of c-myb. 

10. The catheter of claim 6 wherein said nucleic 
acid drug encodes a thrombolytic agent. 

5 11. The catheter of claim 10 wherein said 

thrombolytic agent is selected from the group consisting 
of urokinase, pro-urokinase, streptokinase and tissue 
plasminogen activator. 

12. The catheter of claim 10 wherein said 
10 thrombolytic drug is tissue plasminogen activator. 

13. The catheter of claim 10 wherein said drug is 
a mixture of nucleic acids encoding thrombolytic and 
anti-prolifefative agents. 

14; The catheter of claim 6 wherein said nucleic 
15 acid drug is mixed and delivered with an anti- 
U thrombogenic .drugi'p'.' 

-IS"; The cathetier of claim 6 wherein said nucleic 
• acid drug is a nuclieic • sicid incorporated in a viral 
vector. 

20 : : \ 16. The catheter of claim 15 wherein said vital 

vector is a retrovirus ;br ^dehwirus . 

17. The catheter of claim 6 wherein said nucleic 
acid drug is incorporated in liposome. 

18. The cat^et^r of claim 6 wherein said nucleic 
25 acid drug is an anti^seiisitive oligonucleotide. 
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'^■;319.\ The catheter of claim 6 wherein said hydrogel 
polymer is selected from the group consisting of 
polycarboxylic acids, cellulosic polymers, gelatin 
polyvinylpyrrolidone, maleic anhydride polymers, 
5 polyamides, polyvinyl alcohols, and polyethylene oxides. 

20. The catheter of claim 19 wherein said 
hydrogel polymer is polyacrylic acid. 

21. The catheter of claim 6 wherein said catheter 
is a dilation catheter and said expandable portion is a 

10 dilation balloon. 

22. The catheter of claim 6 wherein said 
expandable portion is adapted for application of heat to 
said polymer material to control the rate of 
administration. 

15 23. The catheter of claim 6 wherein said catheter 

further comprises a member, extending over said 
expandable portion to inhibit release of said drug into 
body f luids during placement of said catheter . 

24. The catheter of claim 6 wherein said 

20 expandable portion includes a stent, placeable in said 
body lumen by expansion thereof . 

25. The catheter of claim r: -2 :fc^exrein said stenjb 
is a balloon-expandable stent and said expandable pprtidni 
is a stent positioned about said balloon. 

25 26. The catheter of claim 24 wherein said stent 

and balloon both include said swellable hydrogel coating 
incorporating said drug. 



WO 95/03083 



PCT/US94/08394 



1/5 




SUBSTITUTE SHEET (RULE 26). 



WO5W03083 



PCT/US94/08394 



2/5 




FIG. 1e 




\/ 2 \ \ \ A \ \ \ 



FIG. 2a 



\ X' \ \ \ \ \ \ \ 



^ r 




SUBSTITUTE SHEtT (RULE 2&} 



WO 95/03083 



K^/US94/0&394 



3/5 



////// / / //////// s > / J r 7~ r 

i / IIIM "' hillllM ^ ^ --^^ TTl — ^ 



AAA, k kk 



X 



7a 4 



-.■/■/ / v y // ' y / / / s s / / s / / / / ././ / 



i 



J C v 1 1 x x 'k \ < \ 



/ /'/ / AV / S / S ■ ^./^,^ .:/::: 




SUBSTITUTE SHEET (RULE 26) 



PCT/US94/68394 



4/5 





SUBSTITUTE SHEET (RULE 26) 



WO 95/03083 



FCTAJS94/08394 



5/5 




FIG. 4a 



i4b,:;, ; ;,4b 



BIG. 4bfef 52 

^50 




RIG. 5 



MSA 




St)8STiTUTE SHEET (RULE 251 



I ntcnutionai applicaik) n No : 
PCT/US94AD83 W 



A. CLASSIFICATION OK SUBJECT MATTER 
* IPC(S) :A6lM 31/00 
USCL ;604/96 

According to In^ftulrona! Patent Classification (IPC) or to . both national cla« ificaiinn and IPC 



B. FIELDS SEARCHED 



Mihuitvm documentation searched (clwaiAcation aystem followed by classi Acarion iy mbols) 
U.S. : 604/20. 96, 99, 101, 265. 266, 890.1. 89*. I; 6067192. 104 



Dowjmenution searched other than minimum documentation to the extent ihaUoch documents arc included in the fields searched 
NONE 



Ebcuxlhic dau base consulted during the intenutional search (n&me of data base and. where practicable, search terms used) 
NONE 



Category* 



Citation of document, with indication, where appropniile, orthc re^yant pwsaged^ 



;i:Rcieyanrto claim No: 



US, A, 5,120^ 

Fig. 7, column 3 lines 36-43, column 9 lines 4-1 8 and 51- 
55, and column 11 lines 1-18. 

US, A, 4,299.226, (BANK A), 1 0 November 1 98 1 . Note 
sheath (100). 

US, A, 5,041/100, (ROWLAND ET AL.), 20 August 1 991 . 
Note column 2 lines 15-36 and 46-6*5; arid column 4 lines 
19-22, 

US, A, 4,603.152, (LAURIN ET AL.), 29 July 1986. Note 
Fig. 2. 

SU, A, 1,069,826, {M; L IEVLEV ^ 
1984. Note Figs. 2 and 5. 



1>3 

1-26 

1-26 
6 



Further documenU are Uiied in the continuation of Box C See patenL family annex. 



"A* 



Social categorici of eked dwvomentr 

document defwi*£ the geaenil kfttc of dve an which a cm caafU©«*i 
tobepuiiof particular rclr»wK* 

eufW documant publi*h*d oo or oAc Die talcototjonAi (iliac date 

document which taay Uuow doubto oo prioriiy cUiicQij or which » 
ciiid io eataWUh - tho; bubiieat^ ti iiutc : of another station or other 
•• *pociaJ rcaiieh <«■ specified) 

document nfcffaf to on oral dfcclbaurc. mac, cahfluUuo or other 



dwmncot fublMsed poor to the iotereauofml 1 It trtg d»te byi taior 
tha piionty date clohtwd , ; : ' . 



: laic/ docuoticrtt ptibUahdd tificr the inieraaiioaa) filing dule vr prior iiy 
date and hot in conflict with in* application bvi cited to un Jen Kind u»« 
p'iAciptc Of theory uaUcrtyinf the invention 

document Of pcrticubr irlrwnce; \hc churned mva»tioo canhoi Ik 
v&uikicred novel 61 cannot oe ctcuidemJ tuKwotvcon in*c aurt u<j|> 
whea iKa document m taken aiwic 

document 6f panicvU' relevance; cV claimed invenUaa cannot be 
Gomaiircd to involve m inventive step *twa the document U 
combined [ with one or rirtre othef nuuu UoeisneMA. *u» eW* nation 
heiag oovlbai to ■ pcfiantklHed in Uicert 

documemra<mjlw:f\crihr. Aamc potent family 



Date of the acluui completion of the international search 



1 4 SEPTEMBER 1994 ; 



Name and mailing uddresa of the ISA/US 
Coitimisiiwcr of Petcffl* ind Trademark* 
Box PCT 

Washington; D.C 20231 
Facsimile No. (703)305-3230 .- 



Form PCT/IS/W2I0 (second shect)(July !992>* 



77 



Dale o f mailuKp of iac- international search repori 





orized offt 



CORRINE MAOUONE 
Telephone No . 1703) 308-2 1 1 1 



